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include test results in the stability summary tables that are averages of muitiple tests and

in some instances the average includes out-of-specification (OOS) resuits. For example:

a. Stability study #1999275, 25°, 18-ﬁ8nth interval. The value reported on the stability
sheet for color is an average of yggggmPOne of the units exceeded the specification for
color.

i ~

1 v, 1 *1°, 2 h | N aYaYel f\“-.‘f\n ~ — o~ T S L 1 s By M T oo Pt BRES 4 ) oS
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color.



The chioride test resuit
ndividual values, one of

e Laboratory I nvesugatlon Keports (LIR) reviewed in some instances indicated that no
further action was required if the average of the retest resuits and OOS result(s) is within

acceptable limits even if the OOS result is determined to be valid by data review and
investigation. For example

a. Lab ‘r‘toz’ Investigation Report IN 766 covered the drug [ 21 d
I Batch PS079459. This test was perforrned under the Stability Study
1999019, 25° at the 12 month test interval. The resuit of the theophyiline assay
e performed on 12/2/99 exceeded limits. The data review found no reason to invalidate
the OOS result. Two analysts tested two other units. The average of the five test
results was within limits.
b. Laboratory mvesugauon Report IN 876 covered the clrug product —
I B _ Lot CA70393, Stability

Study 2000180, 25°, at the 6 month test interval. The result of the sodium assay
performed on 1/24/01 exceeded limits. The data review found no reason to invalidate
the OOS resuit. The original unit was retested. In addition, two analysts tested two
other units. The Investigation Report conciudes, “Interval average within limits — no
further action required.”

'

e The OOS test results for the = assay performed on 12/8/00 for the 5°, 21 day short
term testing at the 18 month stability test interval were invalidated although there was no
documented evidence of an analytical error. Laboratory Investigation Report IN 8§70,
which covers this matter, indicated that no problems were found in the review and
investigation of the data. All system suitability requirements were reported to have been
met. However, an attachment to the LIR states: “The original data will be excluded from
interval average. This assay normally performs with better precision and accuracy than is
demonstrated in the initial run, possibly due to inexperience of the analyst with this
method.™

We acknowledge receipt of the written response to the FDA-483, dated August 28, 2001, that was
submitted by Ms. Malik and addresses the inspectional observations on the Form FDA-483 issued at
the close of the inspection. We have reviewed the contents of the response. Corrective actions
addressed in your letter may be referenced in your response to this letter, as appropriate. Our
comments are detailed below:
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